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ABSTRACT

Objective: Much of the cancer rehabilitation research that has been conducted has consisted of
relatively early recovery-of-function rehabilitation, and little attention has been paid to the
psychosocial aspects of palliative rehabilitation. The aim of the present preliminary study was to
examine the “narratives” of elderly cancer patients that emerged as a result of a life review
performed in association with collage activity and to assess the effectiveness of this

intervention.

Method: We conducted a collage activity based on a life review in two sessions. Some 11 cancer
patients who were 65 years of age or older and receiving palliative care participated.
Evaluations using the Functional Assessment of Chronic Illness Therapy—Spiritual (FACIT—
Sp) Scale, the Hospital Anxiety and Depression Scale (HADS), and the Self-Efficacy Scale for
Terminal Cancer (SESTC) were administered before and immediately after the intervention.

Results: The mean scores for the FACIT-Sp and affect regulation efficacy on the SESTC
significantly increased, while the mean HADS score significantly decreased. Regarding the
impressions after completion of the intervention, generally favorable evaluations were heard
from families and medical staff members as well as from the subjects.

Significance of results: A collage activity based on a life review may be effective for improving
spiritual well-being, mitigating anxiety and depression, and improving self-efficacy. The collage
itself was also useful in facilitating interactions with others, including family members, and the

activity provided psychological support for families.

KEYWORDS: Collage activity, Elderly, Life review, Palliative care, Occupational therapy

INTRODUCTION

The use of rehabilitation to improve the quality of life
(QoL) of cancer patients has attracted interest in re-
cent years. However, much of the cancer rehabilita-
tion research that has been conducted has consisted
of relatively early recovery-of-function rehabilita-
tion, and little research on maintenance or palliative
rehabilitation has been performed. Hamaguchi and
coworkers (2008) conducted a fact-finding survey ex-
amining cancer rehabilitation at 1045 institutions in
Japan and reported that physical function training

Address correspondence and reprint requests to: Hitoshi Oka-
mura, Graduate School of Health Sciences, Hiroshima University,
1-2-3 Kasumi, Minami-ku, Hiroshima 734-8551, Japan. E-mail:
hokamura@hiroshima-u.ac.jp.

accounted for a high proportion of cancer rehabilita-
tion efforts, while little attention was directed toward
spiritual or psychological suffering. While some re-
search has certainly shown improvement in activities
of daily living (ADL) in response to rehabilitation, de-
creases in function and reduced ADL are inevitable
as cancer progresses. Moreover, the prevalence of de-
pression appears to be especially elevated in patients
with advanced cancer (Caplette-Gingras & Savard,
2008). Thus, attending to the psychological aspects
of cancer is an important task.

In light of this situation, the importance of rehabi-
litation approaches based on psychosocial aspects
aimed at maintaining and improving cancer patients’
QoL is now attracting attention (Ronson, 2002).
One of these approaches, a life review, is a type of

—103—



reminiscence method, which was developed by
Butler (1963) as a psychological support technique.
This activity has been shown to be effective in re-
lation to a patient’s degree of life satisfaction, psycho-
logical well-being, depressed mood, and self-esteem
(Hanaoka & Okamura, 2004). The reminiscence
method has been shown to be a promising interven-
tion method in cancer patients. However, there are
relatively few studies concerning the reminiscence
method for cancer patients. Wholihan (1992) demon-
strated the effectiveness of utilizing a patient’s photo
albums or treasured objects. In Japan, Ando et al.
(2007a,b) conducted several studies examining topics
and programs for application of the reminiscence
method in cancer patients. Out of consideration for
the physical burden on patients, Ando et al. (2008)
also developed a brief reminiscence method that
can be completed in two interviews, and showed
that the spiritual well-being, anxiety, and depression
of terminal-stage cancer patients improved as a re-
sult of its application (Ando et al., 2010a,b). However,
because the therapists produced the albums in this
brief reminiscence method, no benefits were gained
from enabling patients to leave behind a product
that they themselves had created or from the experi-
ence of working through an actual activity. Regard-
ing the benefits of having the subjects themselves
participate in the activities, Chochinov et al.
(2002a,b; 2005; 2011) demonstrated the effect of dig-
nity therapy on distress and quality of life in termin-
ally ill patients. Dignity therapy involves two or
three shorter sessions. Patients review their lives
with the aid of routine questions, and the session is
recorded, edited, and transcribed. Hall and col-
leagues (2013) indicated that the most frequently
perceived benefits of dignity therapy related to remi-
niscence, and that dignity therapy gave patients the
opportunity to recall happy memories they could
share with their families.

“Collage,” on the other hand, affords the experi-
ence of an activity that has been employed widely
in occupational therapy. “Collage” is a French term
that means “pasting.” It is produced by cutting exist-
ing images out of magazines, pamphlets, and the
like, using scissors, rearranging the images on a pos-
terboard, and then pasting the images onto the
board. Collage came into being as an artistic tech-
nique in the early 1900s. It has the special character-
istic of stimulating self-expression, and it is said to be
capable of mitigating anxiety and conflicts experi-
enced by patients, eliciting a positive mood and
emotions (Aida et al., 2010). In the area of cancer
care, Williams (2002) mentioned the use of collage
in end-of-life care, and Forzoni (2010) recently inves-
tigated and reported on the use of collage in cancer
patients. Another study reported the use of a combi-
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nation of collage and the reminiscence method in el-
derly subjects. However, that study did not focus on
the effectiveness of the activity, but rather centered
on the reminiscence method itself.

Life review usually consists mainly of “talks” gen-
erated by the review. The subjects may check albums
and other works prepared by therapists, but they do
not create works using their own hands and bodies,
and their intentions are not reflected in their works.
However, it has been pointed out that patients’
“feelings” are often sublimated by expressing them
in “things (works and activities).” Therefore, we
thought we might be able to expect changes in the
subjects by having them create works using a collage
along with life review, which could increase one’s
sense of self-affirmation and is effective for spiritual
pain, and creative activities, which are said to pro-
mote self-expression, thereby leading to affirmative
feelings and emotions, and by preserving the works.

The aim of the present study was to examine the
“narrative” of elderly cancer patients that emerged
as a result of a life review involving the production
of a collage and to assess the effectiveness of this
activity in relation to the psychosocial and spiritual
aspects of their lives, as well as its impact on their
experiences.

MATERIALS AND METHODS

Our study was conducted with the approval of the
ethics committee of the Graduate School of Health
Sciences of Hiroshima University.

Participants

The subjects of our study included patients receiving
home-visit nursing care, patients in the palliative
care unit of a rehabilitation hospital who were receiv-
ing palliative care, and patients visiting a clinic who
were receiving palliative care at home. All the sub-
jects met the following eligibility criteria: (1) elderly
cancer patient aged 65 years or over, (2) capable of
understanding the nature of the study and the con-
tents of the question sheets (no cognitive problems),
and (3) consent of the attending physician allowing
the patient’s participation in the study.

Intervention Method

Ando and colleagues (2008) previously developed a
brief reminiscence method that can be completed in
two sessions and suggested that the method was ef-
fective for improving both the spiritual and psychoso-
cial aspects of a patient’s condition. The content of
the interviews is mainly based on a structured life re-
view but does not parallel developmental stages. Out
of consideration for the physical burden that the
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Fig. 1. (Color online) Example of a finished collage product. (Upper left)
[Memories of my husband]
Many times I invited my husband for a trip although he did not like traveling, and I and my husband had many trips.
I was rather quiet.
But if I wanted to do something, I did it immediately.
I wanted to go and see places I had never been before.
I also had strong curiosity.
It was fun visiting Keelung, Taiwan, glaciers, New Zealand, etc.
I felt more lonely because of my husband’s death. It was painful beyond description.

(Upper right)
[When I look back]
We experience various things in our lives.
But I have done what I wanted to do.
I am the happiest person.
And children, grandchildren, great grandchildren. ..
A family made by my husband and myself is expanding and expanding.
I have been really happy.

(Lower left)
I have boarded fishing boats since I was in my teens, and I have worked hard.
It was a matter of course to send money to my parents.
I did all the sewing and washing with my hands.
I prepared my things by myself.
The flow of time we had to choose.
I went south to New Zealand and north to the Bering Sea.
(Lower right)
My first job was toilet cleaning and cooking.
An era when there was no water and little electricity.
Rice was washed with seawater, and rice with a lot of debris was filtered with gauze and boiled.
The rice had no taste at all. Embattled by the weather.
And, finally, we got a pile of king crab.
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intervention method would impose on the elderly
subjects in our study, we configured the sessions
based on the following brief reminiscence method.
Before the intervention, we conducted an orientation
in which we introduced ourselves, explained the
nature of the study, and confirmed the patient’s con-
sent to participate in the study. We then conducted
the first life review session as follows.
(Content of the Interview)

e What do you think is most important in life?

e What memory in life has left the greatest im-
pression?

e What was the turning point in your life? If there
was an event or person that influenced you.
Would you mind telling me what or who that
was?

e What sort of role do you feel you have played in life?

e Is there something in your life that you feel
proud of?

e If'you were to express life in a single word, what
word would express it best?

e Were any words or advice ever said to you by a
person who was important to you?

During the week after the first interview, the
authors summarized the spoken content using a
word-for-word record and divided it into paragraphs,
and then collected images from magazines, the Inter-
net, and the library that reflected the spoken content.
During the second session, while matching photo-
graphs that the subject had to the images that had
been collected, an independent collage activity was
performed with the help of the therapist, and the se-
lected images and photographs were arranged in a
single booklet (see Figure 1).

Measures

Sociodemographic and Medical Variables

Age, sex, family makeup, current residence, disease
site, performance status (PS), and whether or not
the subject was experiencing pain were assessed as
sociodemographic and medical information.

ADL: Barthel Index

The Barthel Index was created in 1965 by Mahoney
and Barthel (1965). Ratings are made based on 10
items (Ito & Kamakura, 1994), and the maximum
score is 100. A special feature of this index is that
the scores for each item are weighted according to
the time and amount of nursing care required.

Sakaguchi & Okamura

QoL: Functional Assessment of Chronic
Illness Therapy-Spiritual (FACIT-Sp)

The FACIT-Sp is part of a self-report that was devel-
oped by Cella and colleagues (1993). It consists of 12
items and is composed of 2 main factors: Meaning of
Life/Peace and Faith. The Japanese-language ver-
sion was developed by Shimotsuma (2002), and its re-
liability and validity have been confirmed (Noguchi
et al., 2004).

Anxiety and Depression: Hospital Anxiety
and Depression Scale (HADS)

The HADS is a self-rated scale developed by Zigmond
and Snaith (1983) to measure anxiety and de-
pression. It consists of 14 items, and possible total
scores for anxiety and depression each range from
0 to 21. The reliability and validity of the Japanese-
language version (Kitamura, 1993) were confirmed
by Kugaya et al. (1998).

Self-Efficacy: Self-Efficacy Scale for
Terminal Cancer

The Self-Efficacy Scale for Terminal Cancer (SESTC)
was devised by Hirai and coworkers (2002) and is
composed of three subscales: “Affect Regulation Effi-
cacy” (ARE), “Symptom Coping Efficacy” (SCE), and
“ADL Efficacy” (ADE). There are 18 items in the
full scale. Higher scores are considered to indicate
greater self-efficacy.

Procedure

Physicians and nurses gave an oral explanation of
the nature of the activity in advance to patients
who were receiving palliative care between July 11
and December 28, 2011, and who met the eligibility
criteria. The first author then visited the home or
room of the patients who consented to participate
and provided a written explanation of the purpose
and methods of the study to each patient.

Scheduling of interviews was selected so as not
to interfere with the conduct of patients’ treatment
or care, and the place selected was the bedside,
day room, or rehabilitation room. If the patient
had difficulty filling out the self-reported question
sheets because of a physical problem, the author
read the questions aloud to the subject and
then the author and subject filled out the sheets
together.

The evaluation forms were collected before the
first session, and the first life review interview was
then conducted. The content of the interview was re-
corded using an audio recorder. Whenever necessary,
information was also collected from the patient’s
chart. The second session was held one week later.
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At the end of the second session, the subject was
asked to fill out the evaluation sheets again, and
the evaluations were again collected.

Analysis
Statistical Analysis

After confirming the normality of the data, the chan-
ges in FACIT-Sp, HADS, and SESTC scores before
and after the collage activity were analyzed using a
paired ¢ test.

Summearies of Impressions

After completing the collage, the impressions of
the subjects, families, and medical staff members
regarding the intervention were obtained and
summarized separately. The p values for all the
tests were two-tailed, and a p value less than
0.05 was considered significant. The Statistical
Package for Social Science (SPSS, version 17.0J
for Windows) was employed to perform all statisti-
cal analyses.

RESULTS

Subjects’ Participation and Background of
the Participants

Some 15 patients met the eligibility criteria during
the study period, and consent was obtained from 13
patients. The reasons why consent was not obtained
from the other two patients included “I'm not good at
details,” “It’s a lot of trouble,” “I feel reluctant to talk
to a stranger,” and “I don’t want to think about it.”
The reasons given by one patient who initially con-
sented but later refused prior to the actual perform-
ance of the intervention were “I don’t want to talk
about the terrible past” and “Doing this in the form
of research would be too restricting for me.” During
the collage activity, one patient read the life story
that the therapist had summarized from the narra-
tive and then reminisced extensively. Upon trying
to give them the memories form, however, the patient
looked at the album and gave up on the collage
activity, saying, “I could never finish in just one
day.” Thus, the intervention was ultimately comple-
ted in 11 subjects. The time allotted to conduct each
session of the intervention in this study was about
one hour. However, because in many cases it took
much longer, the mean length of the first session
was 84.5 + 20.0 minutes, and the mean length of
the second session was 93.6 + 38.6 minutes. None
of the subjects subsequently complained of not feel-
ing well.
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Table 1. Background data for the 11 subjects who completed the intervention

Case 10 Case 11
65

Case 8 Case 9

Case 7
76

Case 6

67

Case 5
85

Case 4

82

Case 3

Case 2
72

Case 1
73

87

80

74

70

Age

Female

Female

Male Male Male Male Male

Female Male

Male

Female
Home

Gender

Home

Home

Home

Current residence

Marital status
Cancer site

Hospital

Hospital

Hospital

Hospital

Hospital

Hospital Hospital

Married Married

Married Married Unmarried Married Married Married Married Married Married

Stomach Gallbladder Lung

4

Liver
2

Colon
2

Lymphoma
2
Presence Absence

85

Lung

4
Presence Presence Presence Presence Presence Absence

Lung
85

3

Ovary
1

Thyroid Lung

2

3

2

1

Performance status

Pain

Presence
100

27
7

Absence Absence

80
37

6

100
26
19

45
8

45 85

95

100
25

100
36
7

Barthel Index
FACIT-Sp

HADS

24
7

20

28

33
4

21

16 11 23

91

10
113

18

113
59
53

89
68
44

107
80

150 133 87

88
96

101 139

93

54

SESTC

86 80 91
140 125 128

33

105 125 55
100 133 65

Length of second session (min) 113

Length of first session (min)

FACIT-Sp: Functional Assessment of Chronic Illness Therapy—Spiritual; HADS: Hospital Anxiety and Depression Scale; SESTC: Self-Efficacy Scale for Terminal

Cancer.



The background data on the 11 subjects who com-
pleted the intervention (7 males, 4 females; mean age
75.54 + 7.2 years), their baseline FACIT-Sp, HADS,
and SESTC scores, and the time required to complete
sessions are presented in Table 1.

Changes in Evaluation Scale Scores

An examination of the changes in FACIT-Sp scores
before and after the intervention showed that the
mean score for Meaning of Life /Peace changed from
17.0 + 5.3 to 22.8 + 5.3 (p = 0.004), the mean score
for Faith changed from 8.6 + 3.2 to 12.0 + 3.0 (p =
0.001), and the mean total score changed from
25.9 + 8.1t034.9 + 17.5 (p = 0.002).

An examination of the changes in HADS scores be-
fore and after the intervention showed that the mean
score for anxiety changed from 5.6 + 4.6 to 2.8 + 2.0
(p =0.034), the mean score for depression changed
from 6.0+ 2.4 to 3.6 +2.5 (p=0.042), and the
mean total score changed from 11.6 + 6.3 to 6.4 +
3.7 (p = 0.026).

Table 2. Impressions of subjects

In relation to the intervention:

e Now, I feel that doing this was really worthwhile.
e My gloomy feelings have lifted.

e For the first time in a long time I became completely
absorbed, and I put all my energy into making it.

e I feel that this activity serves as a link between those
who are living and those who will die.

e While I was making this, I completely forgot about my
illness.

In relation to the life review:

e I nostalgically recalled things in the past.

e There has never been an opportunity to think so
deeply and to try to recall the past.

e I was able to look back at how I had lived my life.

e I can’t bring myself to say so to my son, but I came to
feel grateful to him.

In relation to the product:

e I'm glad that I was able to make something that
contains so much of my feelings.

e I think it will be a treasure at home.

e This is the best present we could give to our family in
the condition we are in now.

e Making it as the two of us consulted with each other
was fun.

e Making things is fun.

Sakaguchi & Okamura

Table 3. Impressions of family members and medical

staff

Impressions of family members:

e [ think this is what mental rehabilitation is.

e | was moved.

e The patient was pleased, saying, “I'm glad I made it.”
e It’s something that’s full of the patient.

e There were so many thoughts in this home!
Impressions of medical staff:

o It was good to see the patient speaking happily.
e The family was happy, too.

e I realized that there was another side of the patient.

I really understood what it was that the patient cared
about.

It is difficult to explain collages to patients.

An examination of the changes in SESTC scores
before and after the intervention showed that, while
the mean score for ARE increased significantly from
30.6 + 16.0 to 39.0 + 11.5 (p = 0.040), no significant
differences in mean scores for SCE (p = 0.967) or
ADE (p =0.208) or total mean scores (p = 0.284)
were observed.

Impressions of the Intervention

Some of the summations of the impressions of the
subjects, families, and medical staff members after
completion of the intervention are given in Tables 2
and 3, where one can see that generally favorable
evaluations were heard from family members and
medical staff as well as from subjects. However, sev-
eral participants had not grasped the full picture be-
fore the start of the collage activity, and this
limitation is also listed as an impression.

DISCUSSION

As aresult of performing the collage activity based on
a life review, the FACIT—Sp scores of the 11 subjects
in this study increased significantly, while their
HADS scores decreased significantly. These results
suggest that the intervention can be effective in in-
creasing the spiritual well-being of patients, similar
to the findings of previous studies (Ando et al,,
2007a,b; 2008; 2010a,b). Our results also suggest
that the intervention may be simultaneously effec-
tive for mitigating anxiety and depression. Moreover,
the score for the ARE subscale of the SESTC also
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increased significantly. Hirai and colleagues (2002)
regarded improvements in the scores for this sub-
scale to be a primary factor with direct effects on
anxiety and depression. The level of self-efficacy
has also been widely reported (Ewart, 1995; Beck-
ham et al., 1997) to affect psychological adjustment,
as corroborated by the results of our present study.
Bandura (1977) explained self-efficacy as a subjective
determination that “I am capable of doing this,” and
the “successful experience” of “even I can do that” was
remarked upon among the impressions expressed
after the intervention. It is suggested that this boost
in confidence felt by subjects was linked to the in-
crease in scores for this scale.

By contrast, no significant changes in feelings of
efficacy in relation to physical symptoms or ADL
were seen. This finding regarding feelings of efficacy
as they relate to physical symptoms may have been
attributable to the fact that none of the patients in
this study complained of cancer pain severe enough
to require the intervention to be stopped before com-
pletion, and symptom control in these patients was
relatively good. Many participants had sufficient sta-
mina to concentrate and spend time performing the
life review and collage activity beyond the time that
had been scheduled. The mean Barthel Index score
before the intervention was 83.6 + 20.5, and the
fact that subjects’ original ADL capacity was rela-
tively high might have been related to the results
for efficacy in relation to the ADL. In particular, after
excluding the subjects with a PS of four, the ADL of
the nine remaining subjects was high, and they
were able to perform basic body movements and their
own body care movements independently.

According to the impressions of the subjects after
completion of the intervention, their memories and
past experiences were recalled, and most of the sub-
jects spoke animatedly, saying that the intervention
created feelings of nostalgia. Moreover, while looking
at the finished product, some subjects evaluated the
product highly, saying that it was a “treasure” or
their “best present,” and some said that by becoming
engrossed in the collage activity they had forgotten
about their illness, if only for a short time, and that
they had been able to spend time in a meaningful
way. These impressions were thought to have been af-
fected by an improvement in the subjects’ state of
mind as a result of the self-affirmation and self-es-
teem created by the collage activity, during which
the subjects enjoyed expressing themselves. More-
over, since the impression that “this activity serves
as a link between those who are alive with those
who will die” was also expressed, discussions of the
continuity of relationships and one’s own imperma-
nence might have contributed to the spiritual care
that is involved in relationships.

Among the impressions of the families who par-
ticipated in the collage activity together with the sub-
ject, there were descriptions of the intervention as a
“spiritual rehabilitation,” and the family members
thought favorably of the intervention, saying that
the subjects themselves had enjoyed the activity. In
addition, subjects’ family members stated that they
discovered new aspects of the subjects through this
activity and that this activity was an opportunity
for them to renew their knowledge of the subjects’
feelings. It is said that people do not often express
their feelings to others in Japan as compared to the
situation in other countries (Benedict, 2006). There-
fore, this activity seems to be more deeply significant
as a tool with which subjects and their families com-
municate each other’s feelings. As an approach to the
family, Tajiri and colleagues (2006) pointed out that
creating the product by working with and drawing
closer to the patient is linked to a sense of achieve-
ment, and that in many cases the feeling of satisfac-
tion of having been able to do something for the
patient had an effect with regard to their psychologi-
cal care. Thus, this activity may have also provided
psychological care for the family as well. The results
may be a possible avenue for future research. Fur-
thermore, impressions were heard from the medical
staff members that they had discovered new aspects
of the subjects through the finished product, and
that they had reconfirmed that it was something
the subjects considered important. Moreover, the
product was shown to not only link the subject and fa-
mily as a means of communication, but also to have
served as a topic for interaction between the staff
and the subject.

This study has some limitations. The first is that,
although only self-reported question sheets were
used to evaluate the results of an intervention, when-
ever it was difficult for the subject to fill out the
sheets because of physical problems the author
read the questions aloud to the subject, and some-
times they read through the questions and filled out
the sheets together. As a result, the evaluation
methods sometimes varied according to the evalua-
tor, and several biases may have occurred as a result.
Second, because a control group was not included,
the results may not be attributable to only the collage
activity. The use of a control group and a controlled
study design is needed for future studies. Third, no
psychosocial changes over time were demonstrated
after the product was completed. A detailed follow-
up in addition to evaluations before and after per-
forming the collage activity are needed. Finally, we
configured the sessions based on the brief reminis-
cence method to avoid taxing patients. However,
the possibility of adequately reviewing a life in such
a short period of time is not clear. It should be better
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to have a greater number of smaller interviews where
more adequate information could be gathered with-
out overtaxing patients.

CONCLUSIONS

The possibility of objective and subjective effective-
ness of a collage activity based on a life review was
demonstrated in elderly cancer patients. Our results
suggest that collage activity can be effective in im-
proving spiritual well-being, mitigating anxiety and
depression, and improving self-efficacy. In addition,
in terms of the impact of the work activity on subjects
and their family members, the product was shown to
be useful as a tool for interacting with others, includ-
ing family members, and that the activity was
capable of providing psychological care to family
members who performed the activity together with
the subject. Future studies are needed where the
activity is actually put into practice so that the link
between a collage activity based on a previous life re-
view and an improvement in the quality of life of
patients and their families can be clarified as a useful
psychosocial approach to treatment of elderly cancer
patients.
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Abstract : Background: Alexithymia has been reported to hinder psychotherapeutic outcome. However,
whether alexithymia influences the pharmacotherapeutic outcome of patients with major depression is
unknown. The purpose of this study was to explore whether alexithymia predicts the prognosis of ma-
jor depression patients treated with pharmacotherapy.

Methods: A prospective study was undertaken in 26 inpatients with major depression. Patients were
treated with pharmacotherapy in a naturalistic setting. At baseline, the patients' scores on the 20-item
Toronto Alexithymia Scale (TAS-20) and the Zung Self-rating Depression Scale (SDS) and other socio-
demographic and medical data were obtained. Six months after discharge, outcome data (presence or
absence of being at work and presence or absence of readmission after discharge) were obtained.

Results: A logistic regression analysis revealed that low TAS-20 scores and being unmarried were as-
sociated with being at work at 6 months after discharge in the participants. No factor was significantly
associated with the presence of readmission in this sample.

Conclusions: Our findings suggested that alexithymia might be associated with the six-month progno-
sis in patients with major depression treated with pharmacotherapy. Individual traits such as alexithy-
mia should be taken into account when we formulate the strategy to improve the prognosis of patients
with major depression.

Key words : Alexithymia, Major depression, Prognosis, Pharmacotherapy

| INTRODUCTION

oy SRkEE R - LEAR (T 7358585 LKEBER

SEBAT T F IR 2-15) Alexithymia is a well known psychological
T RS URRIRREA T 7 I characteristic involving difficulty in expressin
S P Y E LY T PRy ) voving ¢ v I expressing

BT . S S R emotions and in identifying their own feelings.
4 B B B [ I AR SR T 2 B I B A A B2 1 The concept initially evolved from clinical obser-

By - FEmrEERE vations of patients with psychosomatic disorders;
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the term was introduced by Nemiah and Sifneos
during the early 1970s?. Alexithymia is a com-
mon condition, existing in about 10% of healthy
people. It has been reported to exist at even
higher rates not only in individuals with psycho-
somatic disease but also in those with panic dis-
order, posttraumatic stress disorder, eating dis-
orders, and substance abuse disorders, among
other conditions?. Alexithymia is now consid-
ered a possible risk factor in various psychiatric
diseases.

Historically, based on extensive clinical obser-
bations, alexithymic patients has been reported
and paid attention to as a poor responder to psy-
choanalysis or other insight-oriented forms of
psychotherapy 2. On the other hand, in Japan,
treatment resistant modern type of depression
has increased, and heterogenity of major depres-
sion has been paid attention®. But, the influence
of alexithymia on the prognosis of major depres-
sion is still unclear .

In the STAR™D study, after an unsatisfactory
response to citalopram (Level 1 treatment), pa-
tients who consented to random assignment to
either cognitive therapy or alternative pharma-
cologic strategies (Level 2 treatment) had gener-
ally comparable outcomes. Level 2 treatment,
whether cognitive therapy or alternative phar-
macologic strategies, resulted in having less re-
sponse rates than Level 1 treatment®®. That is,
a poor responder to pharmacotherapy might be
also a poor responder to psychotherapy, and
both therapies are similar in ‘response rates in
major depressive disorder patients. Moreover, in
major depressive disorder patients, pharmaco-
therapy and psychotherapy has considerable
similar changes between before and after treat-
ments in the brain function”?. Therefore, alexi-
thymic major depressive disorder patients who
might be treatment resistant to psychotherapy
also might be treatment resistant to pharmaco-
therapy.

Major depression is a common disease, with
15% life prevalence . However, about 20% -30%
of patients with major depression have been re-
ported to be treatment-resistant %', Investiga-
tions of the factors related to the prognoses of
major depression are important for the develop-
ment of more effective treatments.

The purpose of the present study was to ex-
plore whether alexithymia predicts the progno-
sis of patients with major depression treated
with pharmacotherapy.

| METHODS

1. Study sample and procedure

Patients meeting the following criteria were

drawn consecutively from the inpatient popula-
tion of the Psychiatry Unit of Hiroshima Univer-
sity Hospital during the 23-month period from
January 2003 to November 2004:

(1) A psychiatric diagnosis of major depressive
episode (major depression) was determined
according to the Diagnostic and Statistical
Manual of Mental Disorders, 4th edition
(DSM-IV) by a trained psychiatrist at the
patient's admission

(2) 20 years of age or older

(3) absence of cognitive impairment

(4) absence of a history of manic or hypomanic
episodes

(5) absence of the other axis I psychiatric dis-
orders

This study was approved by the Institutional

Review Board and the Ethics Committee of Hl
roshima University Hospital, Japan. Written in-
formed consent was obtained from each subject
before the start of this study. Patients were
treated with pharmacotherapy and suppottive
therapy (mainly with pharmacotherapy) in a nat-
uralistic setting.

First, eligible patients received an explanation

of this study from their physician in the Psychia-
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try Division, and then, if they consented to par-
ticipate, were fully informed of the purpose of
the study. Written consent was obtained from
eligible patients, and an interview was then ar-
ranged at a day (Timel: baseline) within one
week from the day of admission to the psychiat-
ric ward. Sociodemographic and medical data
were obtained from the patient's medical record
and in a structured interview by a trained psy-
chiatrist.

At 6 months after the patient's discharge
(Time?2), outcome data (L.e., presence or absence
of being at work, readmission to the psychiatric
ward after discharge) and amounts of antide-
pressant taken daily (converted to imipramine
equivalent) at discharge were obtained from
their brief interview and from their medical re-
cord. Being at work means that not only being
registered to his/her office but also really (and
regularly) working then, without regard to full
time or part time. Because alexithymic patients
have defficulty of identifying feelings, we adopt-
ed not the index of depressive symptoms but
the indices of social functioning such as being at
work or readmission as outcome variavles.

2. Measurement
Zung Self-rating Depression Scale (SDS)

The degree of depression was measured by
the Japanese version of the Zung Self-rating De-
pression Scale (SDS). The SDS is a self-report
questionnaire with 20 items rated on a-four-point
scale V. Fukuda and Kobayashi'? reported that
the Japanese version of the SDS has high validi-
ty and reliability. A high SDS score indicates a
high degree of depression.

The 20-Item Toronto Alexithymia Scale (TAS-20)

The degree of alexithymia was measured us-
ing the Japanese version of the 20-Item Toronto
Alexithymia Scale (TAS-20). The TAS-20 is a
self-report questionnaire with 20 items rated on
a five-point scale with a three-factor structure: (1)

difficulty in identifying feelings, (2) difficulty in
describing feelings, and (3) externally oriented
thinking. Previous studies indicated that the
TAS-20 has adequate validity and reliability 1314
and that the Japanese version of the TAS-20 has
high construct validity and reliability ™. In the
present study, the TAS-20 total score was used
as an index of the degree of alexithymia, with a
high TAS-20 score indicating a high degree of
alexithymia.

3. Statistical analysis

The presence versus absence of being at work
(employment) at Time2, and readmission versus
no readmission during the 6-month period from
discharge were entered into the analysis as de-
pendent variables. Associated factors were as-
sessed by univariaté and multivariate analyses.
First, we performed a univariate analysis be-
tween the presence/absence of being at work at
Time2 and the presence/absence of readmission
during the 6-month post-discharge period, and
then we examined the patients' sociodemograph-
ic and medical factors (at Timel, except for the
amounts of antidepressant) to determine possible
independent variables by the chi-square test, T-
test, or Mann-Whitney U-test. Dummy variables
were used when independent variables were
categorical.

We then determined the final risk factors by
applving a stepwise logistic regression analysis
with the presence/absence of being at work at
Time2 or the presence/absence of readmission
during the 6-month post-discharge period as the
dependent variables, entering all independent
variables. Differences with a p-value <0.05 were
considered significant, and p-values <0.15 were
considered a significant tendency. All p-values
reported here are two-tailed. We used SPSS Ver-
sion 10.0] statistical software (SPSS, Chicago, IL,
USA) for all of the data analyses.
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Table 1. Univariate analysis of the factors associated with presence of being at work
at 6 months after discharge in patients with major depression (n=26)

Patient characteristics at Being at work p-value
baseline Present Absent
(n=10) (n=16)
Gender
Male 18 8 10 0.347*
Female 8 2 6
Age (years) 488 = 1227 444 + 1307 515 = 113" 0.154**
Education (vears) 135 = 307 138 = 247 134 = 35" 0.737**
Marital status
Married 23 8 15 0.286*
Unmarried 3 2 1
Employment status
Employed 13 7 6 0.107*
Unemployed 13 3 10
Family history of psychiatric disease
Yes 6 2 4 0.768*
No 20 8 12
SDS 498 = 977 467 = 1087 518 = 887 0.315***
TAS-20 565 = 797 531 = 831 587 = 717 0.050***
Antidepressant (mg)" 1577 = 11507 1700 = 107.7° 1500 + 12227 0676**
Hospitalization (days) 497 = 2567 415 = 1627 548 = 2037 0.203**

* chi-square test, ** t-test, *** Mann-Whitney U-test

# Imipramine equivalent amount (at discharge)
" mean * SE

|RESULTS

1. Patient characteristics

Of the 34 eligible patients, 8 (23.5% ) declined
to participate in the study. Thus, the data avail-
able for the 26 patients (76.5% ) who responded
were used in the analysis. Age, gender, and psy-
chiatric diagnosis data for the 8 patients who
were eligible but did not participate in the study
were available. There were no significant differ-
ences between the participants (n=26) and non-
participants (n==8) in any available data.

The participating patients' characteristics (Ta-
ble 1) include the following: 18 males (69.2% ), 8
females; the mean age was 48.8 £ 12.2 (standard
deviation [SD]); the mean years of education was
135 *= 3.0; 23 (88.5% ) were married; 13 (50.0% )

were not employed; 6 (230 % ) patients had a

family history of psychiatric disease; the mean
amount of daily antidepressant was 157.7 %=
115.0 mg; the mean duration of hospitalization
was 49.7 = 256 days.

2. Factors correlated with being at work
and readmission in patients

Table 1 summarizes the results of the univari-
ate analysis of the factors associated with being
at work at TimeZ among the participants with
major depression. Among the investigated vari-
ables, being employed (p=0.107), and low TAS-20
score (p=0.050) showed a tendency of being asso-
ciated with being at work at Time2 in the par-
ticipants with major depression.

Similarly, the univariate analysis of the factors
associated with readmission during the 6-month
post-discharge period in the participants with
major depression were performed. Among the
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Table 2. Logistic regression analysis of the factors associated with
presence of being at work at 6 months after discharge in patients

with major depression (n=26)

Beta SE Odds ratio  |95% CI b
Marital status - 5318 2.584 0.003 0.000-0471  |0.024
TAS-20 - 0217 0.107 0.805 0.653-0993  |0.043
Employment status|2.573 1532 13.102 0.650-263.880 |0.093

R? (Cox & Snell) = 0.393, R? (Nagelkerke) = 0.533

investigated variables, a family history of psychi-
atric treatment (p=0.146) showed a tendency of
being associated with readmission during the
6-month post-discharge period.

Table 2 shows the results of the logistic re-
gression analysis of factors associated with being
at work at Time?2 in the participants with major
depression. The factors associated with being at
work at TimeZ in the participants with major
depression were being unmarried (p=0.024) and
low TAS-20 score (p=0.043).

We also conducted a logistic analysis to identi-
fy the factors associated with readmission dur-
ing the 6-month post-discharge period in the par-
ticipants with major depression. We found that
no factors were significantly associated with re-
admission during the 6-month post-discharge pe-
riod in this group.

[Discussion

We found that in patients with major depres-
sion, low degrees of alexithymia and unmarried
status might be related to being at work at 6
months after hospitalization.

1. Factors related to being at work in
patients with major depression
Low degrees of alexithymia was correlated
with being at work at 6 months post-hospitaliza-
tion in the patients with major depression. Con-
versely, high degrees of alexithymia was corre-
lated with not being at work in this.population.
Although the reason for this correlation is not

clear, there are several possible explanations.
The salient feature of alexithymia is difficulty
identifying and describing subjective feelings V.
That is, not being at work in alexithymic people
may be related to a deficit in emotional regula-
tion that reflects both deficits in the cognitive-
experiential component of emotion response sys-
tems (i.e., deficits in the top-down regulation
from the higher-order brain regions, such as lan-
guage areas to the limbic structure) and deficits
at the level of interpersonal regulation of emo-
tion (ie. an inability to express one's emotions
and to get support from others) .

On the other hand, one of the salient features
of alexithymia is constricted imaginal capaci-
ties V. Our previous findings suggested that alexi-

~ thymic people have a disturbance of future hap-

py imagery . Thus, alexithymic people might
have difficulty in producing future happy imag-
ery about their working life, and this could re-
duce their motivation for work.

Moreover, brain regions which have been re-
ported to be associated with improvement of
major depression treated with pharmachothera-
py (prefrontal cortex, left anterior cingulate
gyrus, left temporal lobe)™® and brain regions
which have been reported to be associated with
alexitymia (frontocingulate cortex, anterior cin-
gulate cortex, insula, posterior cingulate cortex,
medial prefrontal cortex, parietal cortex, premo-
tor cortex)!® are different although they have
considerable overlap. In other words, alexithy-
mic patients might have both different and com-
mon impairment of the neural networks com-
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pared with the ones which are associated with
improvement of major depression treated with
pharmachotherapy. This might be one reason of
poor response to pharmachotherapy in alexithy-
mic patients with major depression.

The studies that investigated whether alexi-
thymia is a factor that can predict the prognosis
of depressive disorder or depressive state are
very scarce. In one study '*, 230 outpatients re-
ceiving chronic hemodialysis (HD) therapy com-
pleted the Beck Depression Inventory-II (BDI-II),
the TAS-20, and two subscales of the Social Sup-
port Questionnaire. The BDI-II was readminis-
tered after a 6-month interval. Deterioration of
depression after 6 months was predicted by the
presence of alexithymia and poor available sup-
port. Our present findings support the Kojima
study's contention that alexithymia is one of the
predictive factors for the deterioration of depres-
sion. Moreover, our findings suggest that alexi-
thymia might hinder the pharmacocherapeutic
outcome of major depression in the adjustment
to work. ’

To our surprise, unmarried state was correlat-
ed with being at work at 6 months after hospi-
talization in the patients with major depression.
In other words, married state was correlated
with not being at work in this population. It is
well known that discord within families or with-
in couples worsens the prognosis of depression 2,
Thus, this result was unexpected. In the present
study, the reason why married status was relat-
ed to not being at work is not known, in part be-
cause the details of the patients' family function-
ing were not investigated. Another study that
includes the assessment of the patients' families
is needed.

2. Predictors for readmission

No factor was significantly associated with re-
admission during the 6-month post-discharge pe-
riod in the participants with major depression.

The recurrence of major depression was report-
ed to be associated with bipolarity 2. Personality
traits other than alexithymia, e.g., neuroticism %
and social support (e.g., family function® are
also known as predictors for the prognosis of
major depression. Further studies including
these factors are necessary to identify the pre-
dictive factors associated with readmission in
patients with major depression.

3. Sugsgestion for treatmnt

Alexithymia has been assumed to be negative-
ly associated with psychotherapeutic outcome.
Although few empirical studies have examined
this issue, recently some studies investigated
whether alexithymia really hinder the psysho-
therapeutic outcome.

In Grabe's study, aledxithymic and nonalexi-
thymic inpatients were treated with psychody-
namic group therapy. After the treatment, alexi-
thymic patients suffered from higher psycho-
pathological distress at discharge than nonalexi-
thymics #. Ogrodniczuk reviewed findings from
a series of studies that examined the effect of
alexithymia on various aspects of the psycho-
therapeutic enterprise. Alexithymia was associ-
ated with poor outcome in both traditional psy-
chodynamic psychotherapy and supportive
therapy 2%

On the other hand, different findings were re-
ported in cognitive behavior therapy studies. Fif-
ty-five consecutive outpatients with panic disor-
der received short-term cognitive-behavioral
group therapy (CBGT) and were followed up 6
months later. CBGT outcome does not appear to
be negatively affected by alexithymia?®. Rufer
also conducted a prospective study with 42 inpa-
tients with obsessive-compulsive disorder (OCD)
receiving intensive, multimodal cognitive-behav-
ioral therapy (CBT). Alexithymia scores did not
predict response to multimodal CBT in the OCD
patients ?. A total of 201 participants with sub-
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threshold depression were treated with cogni-
tive behaviour therapy and were follwed up for
1 year. Baseline alexithymia scores were not
correlated with treatment outcome?”. Futher-
more, in the study of one hundred alcohol-depen-
dent inpatients, High alexithymic patients did
benefit equally from inpatient CBT-like treat-
ment as low alexithymic patients %.

Thus, although the traditional assumption
about poor psychotherapeutic outcome in alexi-
thymic patients may fit the case of psychody-
namic psychotherapy or supportive therapy, it
might not fit the case of cognitive behaviour
therapy. It is consistent with this study's outcome
because our patients were treated with pharma-
cotherapy and supportive therapy. Therefore, it
might be useful to add cognitive behaviour ther-
apy to pharmacotherapy for alexithymic major
depression patients who are resistant to phar-
macotherapy.

There are several limitations to this study.
First, because the sample size of participants
was small, other important factors related to pa-
tient prognosis regarding work and readmission
may have been overlooked. For example, family
history tended to be correlated with readmission
during the 6-month post-discharge period in the
patients with major depression in the univariate
analysis but not in the logistic regression analy-
sis. Second, other factors not assessed in this
study might be correlated with prognosis re-
garding work and readmission {e.g., other per-
sonality characteristics or social support issues).
Finally, because TAS-20 was administered only
once at baseline, whether alexithymic features
mesured m this study have state or trait charac-
teristics is unknown. However, a longitudinal
study of major depression patients revealed that
alexithymia scores at baseline correlated signifi-
cantly with alexithymia scores at follow-up, and
suggested that alexithymia has trait characteris-
tics in this population %39,
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In conclusion, the present findings suggested
that alexithymia might be associated with the
6-month prognosis regarding work state in pa-
tients with major depression treated with phar-
macotherapy. It has been noted that the DSM-
IV(-TR) diagnosis of major depression has
heterogeneous characteristics * %, so it might be
useful to take care in putting alexithyvmia into
perspective when we intervene to improve the
prognosis of work state in patients with major
depression. Although the present study has sev-
eral limitations, its results are meaningful as a
first report demonstrating that alexithymia
might hinder the pharmaccherapeutic outcome
of major depression. We also suggested cognitive
behaviour therapy may be useful for these alexi-
thymic patients according to recent literature of
alexithymia. In future studies, a detailed investi-
gation of personality characteristics such as
alexithymia is needed in order to formulate
strategies to improve the prognosis of patients

with major depression.
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Descriptive epidemiology of breast cancer in Japan
Mortality

The vital statistics of the Ministry of Health, Labour and
Welfare show that the crude and age-adjusted death rates of
patients with breast cancer increased consistently from the
1960s to 2011, but decreased in 2012. The number of
deaths due to breast cancer in women was 12,529 in 2012.
The crude death rate was 19.4 per 0.1 million population
and ranked fifth highest, behind colon/rectum, lung,
stomach, and pancreatic cancers in descending order. The
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age-adjusted death rate was 11.5 per 0.1 million popula-
tion, which was second only to colon/rectum cancer and
was followed by lung and stomach cancers. The age-spe-
cific death rate increased in a linear fashion under the age
of 50 and slightly decreased until 80 years old. The age-
adjusted death rate from breast cancer in Western countries
is substantially greater than that in Japan, but has shown a
tendency to decrease after reaching a peak around 1990,
and thus the gap with Japan has been reduced [1].

Incidence

The crude and age-adjusted incidences of breast cancer in
women have tended to increase since 1975. The crude
incidence of breast cancer including carcinoma in situ in
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